The beads were then re-suspended in the elution buffer (1x PBS, 0.05% Tween 20, 2 μM non-biotinylated affinity ligand) and incubated at 25°C with shaking for 30 minutes. The bromodomain concentration in the elutes was measured by qPCR. Kd values were calculated with a standard dose-response curve using the Hill equation and curves were fitted using a non-linear least square fit with the Levenberg-Marquardt algorithm.
AlphaScreen assay
IC50 determinations by means of Amplified Luminescent Proximity Homogeneous Assay (Alpha) Screen technology were carried out at Reaction Biology. Compounds were tested in 10-dose IC50 mode with 2 or 3-fold serial dilution starting at varying concentrations. The competitive ligand was H4/4Ac: Histone H4 peptide K5/8/12/16Ac-Biotin. Alpha signal (Ex/Em=680/520-620 nm) was detected with an EnSphire plate reader. Data include raw data (signal-background, background was measured without BRD but all other components.), % binding (relative to DMSO controls), and curve fits. An IC50 value higher than the starting compound concentration was estimated based on the best curve fitting available. Dose-response curves were fit with GraphPad Prism 6 software.
Synthesized final products characterizations
NMR spectra were recorded on AV2 400 or AV2 500 MHz Bruker spectrometers. Chemical shifts are given in ppm.
The spectra are calibrated to the residual 1H and 13C signals of the solvents. Multiplicities are abbreviated as follows: singlet (s), doublet (d), triplet (t), quartet (q), doublet-doublet (dd), quintet (quint), multiplet (m), and broad (br). Melting points were determined on a Mettler Toledo MP70 melting point instrument. Infrared spectra were recorded on a JASCO FT/IR-4100 spectrometer. High-resolution electrospray ionization mass spectrometry was performed on a Finnigan MAT 900 (Thermo Finnigan, San Jose, CA, USA) double-focusing magnetic sector mass spectrometer. Ten spectra were acquired. A mass accuracy ≤2 ppm was obtained in the peak matching acquisition mode by using a solution containing 2 µL PEG200, 2 µL PPG450, and 1.5 mg NaOAc (all obtained from SigmaAldrich, Buchs, Switzerland) dissolved in 100 mL MeOH (HPLC Supra grade, Scharlau, E-Barcelona) as internal standard. Table S1 . X-ray data collection and refinement statistics for complex structures of the CBP bromodomain and compounds. 1, 2, 3, 9, 10, 12, 13, 15, 16, 17, 18, 19 and 20 bound to CBP bromodomain at a contour level of 1.0 sigma. 
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